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(57) Abstract: The present 
invention provides a method of 
identifying a compound having 
the ability to modulate the guanine 
nucleotide exchange cycle of a Ras 
superfamily GTPase, comprising: 
a) contacting the compound 
with a guanine nucleotide 
exchange factor and a GTPase and 
obtaining a baseline fluorescence 
measurement; b) contacting the 
guanine nucleotide exchange 
factor and the GTPase without the 
compound and obtaining a baseline 
fluorescence measurement; c) 
adding a fluorophore-conjugated 
GTP to the components of (a) 
and (b), respectively; d) obtaining 
fluorescence measurements of 
the respective components of 

(c) over time; e) subtracting the 
respective baseline fluorescence 
measurements of (a) and (b) from 
each fluorescence measurement of 

(d) ; and f) comparing the resulting 
fluorescence values of (e), wherein 
a decrease or increase in the rate 
of fluorescence change with the 



compound as compared with the rate of fluorescence change without the compound identifies a compound having the ability to 
modulate the guanine nucleotide exchange cycle of a Ras superfamily GTPase. Further provided are compounds of tte invention and 
pharmaceutical compositions comprising compounds of the invention useful for the treatment of cancer and neurological disorders. 



wo 2005/115482 A2 iiiiiililiililllilliliiilii 



European (AT, BE, BG, CH, CY, CZ, DE, DK, EE, ES, FI, 
FR, GB, GR, HU, IE, IS, IT, LT, LU, MC, NL, PL, PT, RO, 
SE, SI, SK, TR), OAPI (BF. BJ, CF, CG, CI, CM, GA, GN, 
GQ, GW, ML, MR, NE, SN, TD, TG). 

Published: 

— wiihoui inte manorial search report an J to be republished 
upon receipt of //mi/ report 



For tH'o-letier codes and oilier abbreviations, refer to i/ie "Guid- 
ance Notes on Codes and Abbreviations" appearing at the begin- 
ning of each regular issue of the PCT Gazette. 



